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LABCORATORIES, INLC. WAVEALY DIVISTON
FINAML :Eigﬂw
REPORT Waverly, Naw York 145892
______ . 80T AlS-2EY
Submitted to: Department of Health, Education Date: Novemher 27, 1974

and Welfare
Food and Drug Administration
. Negotiated Contracts Branch, HFA-510

5600 Fishers Lane Laboratoxry No,. 2123 (8)
Rockville, Maryland 20852 Contract No.FDA 223-74-217
Sample: Fine white powdered material
Marking: ~ PbA 73-1 (Tetrasodium pyrophosphate, anhydrous)

Examination Requested: Teratologic evaluation of FDA73-1 in mice.
Procedure: See Appandix I
desults: See Tables 1 through 5, Figure 1, and Appendix IT

Conclusion: On the basis of the data presented herein, the following
conclusion appears to ba warranted:

"Tha adminlstration of up to 130 mg/kg (body welght) of the test
material to pregnant mice for 10 conzecutive days had no clearly
discernible effect on nidetion or on maternal ar fetal survival. The
rnumber of abnormalities seen in either soft or skelatal tissues of the
test groups did not differ from the number occurring spnntnnenusly in
- the sham-treated controls.®
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YOOD AND DRUG RESEAh.H LABORATCRIES,

Groups:_ 2] throyoah 26
Material = Fpa 73-1

Table 1

Fate Summary

INC,

Dater ocksbher 29, J974
Laboratory No. :_ 2123 (B)

{ Mice )
Group Material Ingat? Total Surviving at Term
mg/kg Matad Pragnant Total _Pregnantl
21 Sham 0.0 30 21 10 21
22 Aspirin® 150,0 25 20 25 20
23 FDA 73-1 1.3 24 20 24 20
24 FDA 73-1 6.0 27 20 27 20
25 FDA 73-1 28.0 26 18 26 18
26 FDA 73-1 130;u .29 . 21 _' 29 21’_

* Pozitive Control : 150,0 mgﬂngr -
** Adminigtersed as a corn oil suspenaion (See Appendix I}j 10 ml per kg of body we.iqht

”Includes all dams examined at term



FOOD ANT DRUG RESER i L_\hBDRhTDRIES, INC.

Group :_21 through 26 : Table 2 Date: potghsy 29, 1974
Material : ppa 73-1 Feproduction Data Laboratory No. : a1nay

{ Mice )

Group : 21 22 23 . 24 25 26
Tose (mg/kgl: Sham  Aspirin** 1.3 6.0 28.0 130.0
Pregnancies :
Total No. 21 20 20 20 19 21
Tled or aAborted f{(before Iay 17). ) 0 o D 0 t]
To term (on Day 17 ) 21 20 _ 20 20 18 21
Corpora Lutea _ _ :
Total ¥No. 277 . 253 T239 254 224 261
Average/dam mated ’ ' 9. 23 10.1 . 10.4 9,41 B.62 _ g.32
Live Litters . _ .
Total Ho.* 2] 20 20 20 18 20
Implant Sites ) . _
Total No, 250 220 23] 237 209 243
Average/dam* . 11.9 11.0 11.6 11.9 11.6  11.6
Rescorptions ' -
Total Ho.* ' 9 1 11 13 17 18
Damg with 1 or more sites resocrbed 5 g 7 9 10 9
Dams with all sites resorbed __ __ __ o _— 1
Fer cent complete resorptions — — — —_— -— 4.76
Live Fetusas ' . _
Total Ho, ' 240 - 209 219 223 191 221
Average/dam® _ - 11.4 10,5 11,0 11,2 10.6 10.6 .
Sex ratio (M/F) _ 0,86 n.59 ' G.o2 1.14 1.01 1.05
Dead Fetusas ' ' . _ .
Total No.* . 1 | - 1 1 1. 2
bams with 1 or more dead e 1 - 1 1 1 2
Cams with all dead -_— - - - -— -—
Per cent partial dead _ 4,75 - 5,00 5.00 "5.56 9.52
Per cent all dead ' - == - - - -—
Average Fetus Welght, g _ © 0.90 0,91 0.91 0.90 .91 0.848

* Inciudes only thosa dams examined at tern,
*r pngitive Contrel: 15G.0 mg/kg



FOOD AND DRIG RESEARCH LABCRATCRIES, INC.

Groups 31 throudh 26 : Laboratory nNo. 2123 {a)
Table 3

Material ppa 73-1 Date_ ggtoher 29, 1974
Summary of Skeletal Findings

{ Mics }

Group No. s 21 22 - 23 24 a5 26

Findings
Dose (mg/kg): Sham Aspirin®** 1,1 6.0 28,0 13C¢.0

Live Fatuses Examined 165/21 146/20 150/20 157720 13471 157/2D
' {at term) ' '

Sternebrac : . T
Incomplete oss. 28/ 56/18 12/7 6l1/18 14/10 19/9
Scramhled :
Bipartite 1/1 3/3
Fused
Extra
Mi=ring
Other

17/7 21/10 9/6 11/8 137 10/7

Ribs -
Incomplete o0ss.

Fueed/aplit

Wavy : . 1/1

Lass than 12 _ : - '
More than 13 25/13 3z/12 31/16 21711 29713 38/13
Cther ' :

VYertebraa : -
Incomplete oss. 7/6 4/4 4/3 2/1 574 6/4
Seramblad - : : ) .
Fused
Extra ctrs, oss,

Scoliosis
Tail defects
Otherx

Ekull
Incamplete closure ' - ' 2/1
Missing
Craniostozsis
Oother

Extremities
Incomplete oss5. 4/2 5/4 2/2 a/2 1/1 5/4
Missing ' :
Extra

Mizcellaneous
Hycid; miesing - 3711 33/14 2E/712 40/15 37/12 31/14

Hyoid; redgne& 13/8 23711 11/8 21/11 13/8 20/13

* Nymerator=Number of fetuses affected; Denominator=Number of litters

‘** Positive control: 150.0 mg/kg affected.



FOOD AND DRUG FRESEARCE LABCOPATORIES, IHC,

Groups_2] thrpuah 26 Date_gctohar 29 .]ﬂlﬂ

Fi= Laboratery No.2123 (
Materialpph 73-1 Table 3-a y X 8
' Summary of Soft Tissue Abnormalities
{Mice)
Group Material Dose Leval Dam Nunber of * bescription
mg/kg’ Fups
21 Eham 0.0 23629 1 Cleft palate
24 FDA 73-1 6.0 23700 1 Exophthalmos s

ancephalomaningocele




F GOD hﬂD_ PRUG RESEARCH LABORATCRIES, INC.

Groups 21 throuch 26 ' : Date_ October 29, 1974

Tabls 4
Bpecies Rats Laboratory Neo. 2123 (B)
' Average Body Weightst*
------------------------- DAy -—— s srsc e
Group Material oose
: Level o 6 - 11 15 17w

mg/kg =~ —ommmsemmossomssesossse—es go—w=mmmsmommrmmomo— s
21 Sham 0.0 31 34 37 46 52 {21)
22 Agpirin®**  150.0 31 a4 38 45 51 (20)
23 FOA 73-1 1.3 30 34 31 45 52 (20)
24 . FDA 73-1 6.0 30 13 36 45 51 (20)
25 - FDA 73-1 28,0 29 . 33 3% 45 51 (18)
26 FOA 73-1 130.0 T - 36 45 50 {21)

* Qf pregnant dama _
*%  Number of surviving dams in parentheses (c.f. Table 1)
*** Ppogitive control: 150.0 mg/kg



Table §

——\ Groups 21 through 26 Laboratory No. 2123(8)
R Compound FDR 73-1 Species: Mice

bajily Temperature and Humidity Record

Relative
bate Time Temp  Humidity
19741 a,m, : OF _ )
q9/1 10:00 79 75
9,/2 8:30 75 ' T3
/3 B:15 76 72
9/4 8:30 : 75 70
.9/5 8:30 75 . 70
9/6 - B4S 75 68
9/7 7:30 78 69
9/8 2:00 p.m. 80 . 15
9/9 B:15 75 73
9/10 B:20 78 T2
9/11 8:45 76 - 72
9/12 8:25 78 _ : 73
95/13 8:15 ) 78 _ : 75
9/14 V40 75 _ : 65
9/15 T30 . 78 76
9/16 8:30 74 68
9/17 g:45 14 64
9/18 8:45 75 . 65
9/1% 8:50 74 65
9/20 3:00 p.m. 80 - "75
9/21 ' B:10 80 75
9/22 _ 8:00 76 70
9/23 8:15 _ 70 _ 64 -
9/24 8:00 o 72 62
9/25 8:30 T2 ' : 63
/26 . B:10 _ 72 _ . 66
927 B:20 72 - 65
9/28 7:30 76 70
9/29 7:15 74 76
9/30 8130 ' 72 E5
1.0/1 8:30 72 65
10/2 S5:30 70 63
10/3 10:00 &8 : 64
10/4 9:00 70 63

10/5 10330 74 65




Pigure 1

Grossly Abnormal Fetuses
{Mice)

{(None Ohserved)
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\m 7 . " Appendix I

Teratoleogy Study in Mice

Virgin adult female albino CD-1 outbred mice were gang-
housed in disposable plastic cages in temperature and humidity-
controlled quarters with free access to food and fresh tap water,
They were mated with yﬁung adult males, and observation of the °
vaginal sperm plug was considered Day 0 of gestation. (Ona male
was not permitted to impregnate more than cone femalé per group.)
Beginning on Day 6 and continuing daily through Day 15 of gestation,
the females were dosed Wlth the indicated dosages hy oral
intubatien. The controls were sham treated with tha vehicle at
a level equivalent to.tha group recelving tﬁe highest dosae.

Body weights were recorded on Days 0, 6, 11, 15, and 17 of
gestation. All animals were observed daily fur appea:ance and
behavior with particular attention to food cnnsumptibﬂ and weight,
in order to rule out any abnormalities which may have occurred as
& result of anorexic effecté in the pregnant female animal. Dally
room tempexature and humidity were recorded.

On Day 17 all.dams were subjected to Caesarean section under
surglcal anesthesia, and the sex, numhers of corpora lutea, implanta—
tion sites, resorption sites, and live and deaﬂ fetuses were
recorded. The body welghts of the livé pups were also recorded.
The uregenital tract of each dam was examined in detail for |
anatomical normality.

All fetuses were examined grossly for the presence of external
congenital abnormalities. One-third of the fetusés of each litter
underwent detailed visceral axaminations_amﬁlnying the Wilson

technique. (Colored photographs were taken of all grossly abnormal



——
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fetuges.) The remaining two-thirds were cleared in potassium
hydroxide (KOH), stained with alizarin red 5 dye and examined

for skeletal defects.
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FOOD AND DRUG RESEARRCH LABORATORIES, INC,

Group 21 Appendix IT - Date potober 29, 1974
Materizl gsham Reproduction Dats in Mice {Individual) Laboratory No.__ 3123
Dose 0.0 mg/xg ' ’
: Corpora  Implant Fetises Sex Rasorption Average Fetus :

Dam Mg, Fata* Lutea Sitesn Alive Dead M F Sltes . Weight (g} Femarks

23601 b3 12 11 11 [ 5 0,96

23602 NP o 4] ) : -

23603 NP 0 0 - : -———

23604 P 12 12 10 ' B & 2 _ .89

23605 NP 0 a o ———

23606 P 13 12 10 : 4 6 - 2 0,88

23607 P 14 13 12 4 B 1 : 1.0

23608 P 12 12 12 b b 1.07

23609 P 12 10 19 3 7 0.95

23610 r 16 .13 13 & 7 0.99

23811 P 12 11 10 1 2 B 0,94

23612 ¥ 14 14 14 B B . 0.75

23613 P 17 14 13 ) & 7 : 0.99

23614 NP 0 o . _ -_—

23815 P 12 10 10 ' & 4 0.67

21616 P 12 12 12 3 9 1.07

23617 P 12 12 12 4 8 0.81

23618 P 12 16 10 . B 4 0.71

23619 NP 0 . 0 ' o ' JE——

23620 WP 0 0 > L . : - —

23621 NP 0 0 ' ' , _ o m——

23622 P 12 11 11 ' 5 & 0.86

23623 P 15 14 12 4 - 2] 2 0.76

23624 P 11 11 1l 4 . & 1 0.72

23625 NE 0 0 o - : _ ' —

23626 P 13 12 12 7 5 e ¢.98

23627 P 20 15 15 7 8 0.B0

23628 P 12 10 10 7 - 3 1.07

23629 P 11 11 11 - _ -7 4 : 1,02

23630 NP 0 0 o _ _ _ ' m——

* D = Pragnant; NP = Not Pregnant



_ FOOD AND DRUG RESEARCE LABORATCRIES, INC,
Group 22 Appendix II Date October 29, 1974

Matexial Aspirin Reproduction Data in Mice lInﬂividua.i} Labhoratory No. 2123
Doce 150.0 mg/ kg : ’

Corpora Implant Fatuses Sax Remprption Average Fetus
Dam ¥o. TFatae* Tutea Sites Alive Dead M F Sites Weight (g) Remarks
23611 P 12 12 5 5 4 3 0.91
23632 P 12 12 12 7 5 ' 0.94
23633 P 14 12 - 12 L+ G Q.83
23634 P 11 9 a8 4 q 1 0.4
23635 P 15 11 11 7 q 0.98
23636 P 13 10 10 6 4 0,72
23637 r 14 12 12 5 7 0.B%
23538 F 14 11 il 5 5 0.B%9
235639 P 12 11 11 L & .03
23640 P 13 9 9 3 & Q.92
23641 P 11 Il 11 - & - 5 1.07
23642 P 15 i2 12 5 & 1 0,85
23643 P 13 11 -9 3 & 2 1.05
23644 F 15 11 .l 5 5 . l - 0, o7
23645 P 11 10 10 - : - 4 6 0,83
23646 NP ¢ 0 : : : ' —
21647 P 13 12 . - : 6 3 : : 0.67
23648 NP ¢ ! . : o : —_—
23649 P 12 12 5 SR - 6 - 5 1 1.31
2165¢ P 9 -8 7 4 3 1 _ 0.64
23651 NP 0 c ' - : ————
23652 P 11 11 10 . _ 5 5 1 - 0.84
23653 P 13 13 13 ' 7 & . _ .87
2 3554 HP . u . c . s . E : P
21655 WP

0 D ' : o ——

* P = Pregnant; NP = Not Fregnant



FOOD AND DRUG RESEARCH LABOPATORIEE, INC.

Group 23 : Appendix IT _ Date October 29, 1974
Haterial FDA 73-1 Reproduction Data in Mice {Individual} Laboratory Neo. 2123
Dozse 1.3 ma/ko
_ Corpora Implant Fatuses Sex Resorption Averags Fatus
Pam Wo. Fate® Lutea Sites Alive Dead L F Sites Weight (g) Renarks
23661 P 12 12 11 : 7 4 1 0,95
23662 P 5 12 12 8 4 0.92
23662 NP 0 0 _ ' —————
23664 P 13 13 T 13 _ 5 B 0.89
23665 NP 0 +} - ' -—
23666 P 12 12 12 5 7 : 0.92
23667 P - R 10 3 7 .2 0.%6
23668 B 12 9 g 3 6 0.93
23669 P 13 13 13 B8 5 1.03
23670 p 13 - 12 9 2 7 3 0.89
23671 p 18 17 16 7 9 1 0.98
23672 p 9 -9 9 3 6 .84
23673 P 14 0 . 10 3 7 0,96
23674 P 16 12 12 7 5 0.84
23675 P 2 9 9 5 4 0.84
23676 ' F 14 12 12 7 5 0.84
%3677 P 11 11 10 5 5 1 1.00
23678 P i3 12 : 11 5 & 1 0.81
23679 P 12 12 10 7 '3 2 D.88
23880 NF o .8 : ' —
| 23681 WP ¢ 0 -
23682 P 10 10 10 ' - € 0.84
21664 4 14 S "12 _ b & 6 0.%0
23685 P 9 ] 9 : ' 5 4 D.88

* P = Pregnant: NP = Not Pregnant
** Not Read _



FOOD AND DRUG RESEARCH LABORATORTES, INC,

| Group 24 Apperdix IT . Date October 29, 1974
Materiel FDA 73-1 Reproduction Data in Mice {Tndividual) Laboratory No. 2123
Dose 8.0 mg/kg '

Corpora Implant Fatuses Sex Ragarption Average Fetus

Dam No, Fatat Tatea Sites Alive Dead M F Sites : . Weight {g) Remarks
23691 P 17 17 17 11 6 0.99
236592 b 13 13 13 8 5 0,97
23693 P 11 11 10 5 5 1 0.%0
23624 P 13 13 13 7 6 0.94
23695 P 8 5 -4 2 2 1 0.71
23696 P 10 10 10 5 5 1.01
23697 NP o 0 ——
23698 P 15 13 13 g 3 0.84
23699 NP a 0 ————
23700 P 15 14 13 7 3 1 0.80C
33701 F 14 1 9 4 5 i 0,91
23702 P 12 12 11 3 8 1 0.86
23703 P 11 11 11 5 6 0.87
23704 P 15 14 14 6 8 - 0.82
23708 P 14 14 14 9 5 0.76

- 23706 P 12 12 : 11 l 7 & .B3
23707 P 15 . 13 .12 - 7 5 1 0.95
23708 P 12 12 10 4 & 2 0.96
23709 NP o ¢ ' - ——

- 23710 XP u] 0 ——
23711 NP (] . B o ————
23712 P I 1 1 5 [ 0.86
23713 P 14 11 10 [ 4 1 1.01
23714 P 1o 9 5 -2 3 4 1.07
23715 NP [+ 0 : : ——
23716 P 12 ' 12 12 - a 4 _ .88
23717 REP o 0 : —

* P = Preqnant; NP = Not Pregnant -



...}.RCE IABCORTORIEE, INC.

TOOD AND D
Group _25 Appendix IX Date October 29, 1974
Material rpa 73-1 Raproductien Data in Mice iIndividual) Laboratory HNo. 2123
Dose 28,0 mg/kg ’ : '
Corpora  Implant Ragoxption Average Fatus _

Dam Ne. Fatet Lutea Sites Alive M P Sites Welght (g} Remarks

23721 NP 0 0 —_—

23722 P 18 17 1& 5 7 1 1,00

23723 P 15 13 10 L) 5 3 ¢.B7

23724 F g a <] 2 < 2 G, 75

23725 B B 7 T 3 4 0.80

23726 P 14 13 13 7 6 0,84

23727 P 9 B T 4 3 1l D.9%9

23728 HWF 0 0 -

23729 F 15 14 12 9 3 2 0.91

23730 NP [¥] 0 : ——

2371] F 16 14 11 & 5 2 1.01

23732 RE o o —_

23733 F g B B 5 3 D0.92

23734 F 15 15 14 5 9 1 0,92

237135 B 11 11 11 2 a 0.78

23736 P 13 13 13 7 6 0.95

23737 NP 1] 0 e

23738 P 13 12 12 G & G.80

23738 B 13 12 12 & & .89

23740 F 13 12 1l 5 & - 1.26

23741 P 11 1 10 - 4 3 .84

23742 NF Q o ; : ——

23742 F 13 13. 11 6 5 2 -9.70

23744 NP ¥ 0 ' o T

231745 F 11 9 7 - 3 q 2 1.12°

23746 NP 0 0 : —_—

* F = Pregnant;

NP = Not Pregqnant



FOOD AND DRIN: RESEARCH LARORATORIES, INC.

Group 26 Appendix IT : Date October 29, 1974
Material _FpA 73=1 Reproduction Data in Mice {(Individual) laboratory No. 2123
Dose = 130 Cmoafeg ' :
: _ Corpora Implant Fetupes Beax Resorption . Average Petus
Dam ¥o. Fate* Tuataa Sices hlive Daad M F Sites Welght (g) Remarks
23751 NP 0 ) ' ——
23752 4 16 13 - 13- 8 4 1.07
23753 P 13 12 12 5 7 0.98
23754 P 9 g B - 1 6 2 0.97
23755 P —— k¥ 2 : 2 ——
231756 P 15 13 13 5 B 0.80
23757 F 11 11 11 4 7 0,73
23758 P 13 11 11 7 4 1,03
23759 P 11 10 10 5 5 0.87
237650 P 12 12 11 1 6 5 0.91
23761 Np 0 o U
23762 WP 0 o _—
‘23763 NP D o} _ : —
23764 P 10 7 & . 1] 4 3 0.73
23765 P 15 14 11 g & 3 0.76
23766 NP 0 0 ' : S
23767 P 14 13 13 : & 7 ' 0.8%
23768 P 11 . 11 11 : : 4 7 0.91
23769 NP 0 0 - o . —
23770 NP 0 D ' ' . _ ' ——
23171 B 14 - 13 h [« I € 4 3 0.86
23772 NP 0 -0 : ' o . ' —
23773 P 12 14 14 C 7 7 0.84
23774 P 12 10 9 7 .2 1 0.78
23775 ) 12 11 R 2 8 1 0.90
2371717 P 17 16 14" 8 6 2 0.87
23778 P 12 12 10 6 4 2 0.B2
23779 P 14 14 13 9 4 1 0.99
23780C B 16 15 15 B 7 0.81

* P = Preghant; NP = Not Pregnant
* Not Read
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OO NDO DRUG

LABDRATORIES, INC. WAYERLY DIVISIGN
FINAL . ' Eﬂ:xﬂn
REPORT : : Wavarty, Mew York 1E02
______ ' (60T) 5O2-i931
'suhmitted to: Department of Health, Education Date: November 27, 1974

.. snd Welfare
Food and Drug Administration
Negotiated Contracts Branch, HFA-510

5600 Fishers Lane Lahoratory No. 2143 (8)
Rockville, Maryland 20852 Contract No.FDA 223-74-217
Sample: ~ Fine white powdered material
Marking: FbA 73-1 (Tetrasodium pyrophosphate, anhydrﬁus]

Examination Requested: Peratologic evaluation of FDA 73-1 in rats.
rrocedure: Sae Appendix T

Rgﬁults: ' Seea Tables 1 through 5, Figura 1, and Appaﬁdix 11

Conclusion: * On the basis of the data presented harain, the following
conclusion appears to be warranted :

"The administration of up to 138 mg/kg (body weight) of the test
material to pregnant rats for 10 consecutive days had no clearly
discernible effect on nidation or on maternal or fetal survival. The
number of abnormalitiss seen in elther soft or skelstal tissues of the
teat groups did not differ from the number occurring spontanecusly in
the sham-treated controls.”

Eav% E. Ba.Ja.Ie Fh, h?
1y Division

Director, Haver

Thiz Teport W submited kv M azciusive vas of the person, parmenhfp, or corporatian o wham it 18 sddmeasd, and I'IIHI‘I' tha report nar e nama of Mesa
kxborgtorian por of sy members of He stalt, may be used In conmaclion with e advedtising or sele of any product or procees without written sutharizaton,

r



FODD AND DRUG RESEA:.._.# LARORATORIES, IRC.

Groups: 23 h 2E ate: October 29, 1974
Grouys: 2f eoud : Table 1 — e S L 2 e
Material :FDA 73-1 ' _ Laboratory No. : 2143 (8)

Fates Summary
{ Rats )

Group Material Doga** Total ' surviving at Terni_
: ng/ kg Mated Pregnant Total __Pregzla_r{tl _
2 Sham 0.0 15 | 20 25 20
22 Aspirin® 50,0 25 . T 25 | 19
23 FDA 73-1 1.38 23 21 _ 23 | 21
24 " FDA 73-1 6.41 24 . 20 24 20
25 FDA 73-1 29.7 25 20 25 | | .20
26 FDA 7341 1380 R o 19 25 19

* Pogaltive Control : 250.0 mg'.d';kg ' _ .
% rAdministered as a corn oll suspension (See Appendix I)

llIncludes_ all dams examined at term



. LABCRATORIES,

_ FoOoD AND DRUG RESEA. INC.
Group : 21 through 26 . ' Tabhle 2 Date: October 29, 1974
Material + FDA 73=1 Feprodnetion Dmta Lakoratory No. ;2143 {8)
{ Rata )
Group : 21 22 23 24 25 26
se {mg/kg): Sham . Agpirin** 1.38 6.41 29,7 138.0
Pregnancies
Total Ho. 20 19 21 20 20 12
Lied or Aborted (before My 20) 0 0 0 0 o 0
C'crpara Lutea ' .
Total No. 244 258 267 263 24% 248
Average/danm meted . 9.76 10.3 11.6 -11.0 9.96 9,92
Live Litters
Total Ho.* 20 19 21 20 20 19
Implant Sites
Total NWo, 228 225 240 249 237 232
Average/dam* 1.4 11.8 11.4 12.5 11.9 12,2
Resorptions
Total No.* 4 17 i 5 8 1
Dams with 1 or more sltes resexrbed 2 g 1 4 6 1
Dams with all sites resorbed — - — _— - -
Far cent Pﬂ.l‘."tial resnrptions 10.0 421 4,7 20.0 30.0 5,26
Par cant complete resorptions - - — _ - R _
Live Fetugas ' .
~ Total No. 224 208 239 244 229 231
Average/dam? 11.2 -11.0- . 11.4 12,2 11.5 .12.2
Sox ;atia {M/F) .96 ©1.04- .98 0.95 1.14 0.34
head Fetuoes :
Td‘i‘.ﬂ.l NO.* - Ll —— e e - -
Dams with 1 or more dead - — - - - _ —
Damas with all dead - —_ - —_ —
Per cent partial dead - - - — —_ -
Per cent all dead — - - - —_ -
Average Fetus Weight, g 3.90 2.97 4.01 4,01 3.95 4.09
#* Tncludes only theae dams examined at ferm,

*% ppsitive Control: 250.0 mg/kg



FOOD AND DHIG RESEARCH LABRGRATORIES, INC.

Groups 21 through 26 Laboratory No. 2143 (8)
Table 3

- Date October 29, 19?4
Sumnmary of Skeletal Findinga*
{ Rats ) :

Materlial FDA 73-1

Group No. : .21 22 23 . 24 25 : 26
Findings _ S
Dose (myg/kgl:  Sham ABpirin®* - 1,348 .41 29.7 - 138.0

Live F etuses Examined  156/20 145/19 165/21 . 169720 163720  160/19
(at term)

Sternehbrae .
Incomplete oss,. ' 20712 86/148° 35/14 19/11 46715 1/5
Scrambled .
Bipartite _ /2 1/1
Fused ;
Extra ) _
Higsing . 2,2 117719 9,7 473 15/9
Other ' ' ' . '

Riks
‘Incomplete o058, 3/2 : 271
Fused/split ' 1/1 ' '
wavy 21/9 55/16 25/11 . 23/B 24/13 13/9
Less than 12 1/1 ' : .
More than 13 110/17 5/1 _ 171 1/1
Other ' o

Vertebrae _
Incomplete oss. -6/4 €4/17 4/2 3/2 272
Scracnhled . : .
Fused
Extra ctre, oOE5s.
Scoliosis
Tail defects
Gther

Skull :
Incomplete closure 32712 48/14 19/12 27711 17/7 18/9
Missing : '
Craniostosis

Dther

Extremities
Inconplete oss. 1/1 4/3
Miesing :
Extra

Miscellaneous

Hyold; missing 16/8 45/15 1p/8 17/9 17/7 10/5
Hyoid; reduced 25/14 9/6 19/10 19/9 13/7 -~ 28/14

_ * Numerator=Humber af fetnsges affacted; Danominator=Number of litters

** Pagitive control: 250.0 mg/kg affected.



FOOD AND L[RUG PESEARCH LABOPRATORIES, IHNHC.

Groups_ 21 through 26 . Date Ooctaker 29, 1974

- Laboratory No. 2143 (8
Material PDA_73-1 Table 3-a ¥ 2143 {8)
Summary of Bo0ft Tiasue Abnormalities
: (Rats)
Group " Material Dose Level Dam Number of Description
ng/kyg Pups
22 Aspirin® 250.0 43634 1 Endephalomeningocele;
engephalomyalocels
43639 1 Gastroschisis
43645 1 Eydrocephalus
43654 4 Encephalomyalocala
43655 1 Encephalomyeloceie
24 FDA 73-1 6.41 43707 1 Eydrocephalus;

cleft palate

*pogitive Control: 250,0 mg/kg



FOOD AND DRUS RESEARCH LARORATORIPS, THC,
Groups 21 throagh 26 Date Octobar 29, 1974
' Table 4
Spagies Rats . Laboratory No. 2143 (R)

Average Body Weights®

————————————————————————— DAY -——-———————-aasmr——————-—=
Group Material Dose ' . :
mg/Rky —  wo——mtemsssssrmsmms—o-———= Jeeme el ——————————
21 Sham 0.0 ‘218 238 256 - 278 342 {20)
22 Aspirin®**  250.0 221 238 252 274 335 {19)
23 ' FDA 73=1 1.38 . 215 233 252 274 340 (21}
2¢ FDA 73-1 6.41 . 215 232 252 274 . 357 (20)
25 ' FDA 73-1 - 29.7 218 235 255 273 - 344 (20

26 " PDR 73-1 © 138.0 217 ‘934 287 278 . 345 (19

* of pragnant dams :
** Number of surviving dams in pnrentheses {e.f. Table 1)
#+¥% pogitive control: 250.0 mg/kg

e —— — e



Table 5
' Groups 21 through 26 | Laboratory No. 2143 (8)
{ // gompgund FDA 73-1 ' Species: Rats '

baily Temperature and Humidity Record

Relative

Date Time - Temp Humidity
1571 a.m, OF . &
92/3 8:15 76 72
9/4 g4:30 75 _ 70
9/5 B:30 75 70
9/6 8:45 75 . 68
9/7 _ 7:30 78 69
9/8 2:00 p.m. 80 75
9/9 - §:15 75 .73
9/19 B8:20 . 78 12
9/11 B:45 76 . 72
9/12 g8:25 : 76 73
9/13 8:15 18 75
/14 . 740 75 65
9/15 7:30 78 ' 76
9/18 8:306 T4 .68
9/17 B:45 74 _ 64
9/18 8:45 | s €5
9/19 8:50 : 74 &5
9/20 © 3:00 p.m. BO 75
8/21 8:10 B¢ : - 75
8/22. 8:00 76 70
9/23 . 8:15 70 64
9/24 ' 8:00 72 62
9/25 ' 8:30 : 72 63
9/26 ' B:10 72 ' &6
9/21 8:20 72 65
9/28 7:30 76 10
9/25 7:15 74 _ 76
9/30 - 8:30 72 : 65
10/1 B:30 : 72 : ' 65

10/2 9:30 70 63




Figure 1

original Photographs in First Copy of Report 2143 (8}
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Fiyure 1

Grossly Abiormal Fetuszes
Froup: . {1ats) Date: Octoher 29, 1974
Makerial:Aseirin Lab. No., 2143

Dose: 250.0 myu/kg




Appendix T



e — Appendix I

<\Mf '
Taratology Study in Rats

Virgin adult female albino rats (Wistar derived stock) were
individually housed in mesh bottom cages in temperature and
humidity—ccntrnlleﬁ guarters with free access to food and fresh
tap water. They were mated with young adult males, anﬂ observa-
tion of the vaginal sperm plug was considered Day 0 of gestation.
(One male was not permitted to impregnrte more than one female
per group.) Beginning on Day 6 and continuing daily rhrough
Day 15 of gestation, the females were dosed with the indicated
dosages by oral intubations. The controls were sham treated with
the vehicle at a level equivalent to the group receiving the
highest test dose. The test material was prepared and doses

calculated according to the feollowing table:

Dosage Dosge Concentration

ng/kg) m1/kg} (mg/mL}

£ 250 1 $ 250
251-500 2 125-250
501-750 3 333-250
751-~1000 - "I  187-250
1001-1600 5 | 200-250

Body weights were recorded on Days ¢, 6, 11, 15 and 20 of
gestation, All animals were ohserved daily for appearance and
behavior with particular attention to food consumption and weight,
in order to rule out any abnormalities which may have cccurred as
a result of anorexic effects in the pregnant female animal., Daily

room temperature and humidity were recorded.



Ndania?

Oon Day 20 all dams were subjected to Caesarean Section under.
surgical anesthesia, and the sex, numbers of corpora lutea,
implantation sites, resorption aites, and live and deaﬁ fetuses
were recorded. The body weights of the live pups were also
recorded. The urogenital tract of each dam was examined in detail
for anatomical normality. |

A1l fetuses were examined grQSSIY for the presence of
external congenital abnormalities. One-third of the fetuses of
each litter underwent detailed visceral examinations employing
the Wilson technique. ({(Colored photographs were taken of all
grossly abnormal fetuses.) The remaining two-thirds were cleared’
in potassium hydroxide {KOHJ, stained with'alizhrin red S.dye

and examined for skeletal defects.



hppendix II



POOD AND DRUG RESEARCH LABORATCRIES, INC,

Group 3l : Appendix II Date October 29, 1374
Material Sham Reproduction Deta in Rats {Individual) Laboratory No, 21432
Dase 0.0 ma/kq '
- Corpera  Implant Patuaes Sex Ragorption Average Fatus
Dam No. Fate* Tutaea Sites Alive Dead - M ¥ Sites Weight {g) Remarks
43601 F 10 10 o 3 7 4.23
43602 NF 1] o ) ——
43603 E 12 12 12 5 7 3.73
43604 NP 0 o : . ' -——
43605 P 12 il : 11 7 4 4.10
43508 P 14 13 13 3 1o 4,26
43607 P 13 11 11 5 & 3.41
43608 P 12 12 12 € 6 3.83
43609 P 1 11 11 3 -] . 4.13
43610 P 16 . 8 & 1 5 2 3.70
43611 P 14 14 14 10 4 4,23
43612 HF 0 o ———
£3613 P 13 13 13 : 9 4.03
43614 B 15 Co1d 14 10 3.78
43615 NF 0 D —_—
43616 P 11 “11 11 3 8 3.56
43817 P 15 15 15 . 8 7 4.40
43618 F e - lo 10 7 3 4,23
43619 P 8 & : - B 2 4 3.82
43620 pol 13 13 13 3 10 3.69
43621 P 12 12 12 . £ 6 - 3,92
43622 P 1z 12 - 10 g -z 2 _ 3.58
43623 P 10 10 10 5 5 ' 3.59
43624 P 0 - 10 10 & 4 3,89
43625 NP 0 o ——

* P = Pregnant; NP = Not Pregnant



FOOD AMD DRUG RESEARCE LABORATORIES, INC, .
- Group 22 : Appendix IT Date October 29, 1374

Material BAsgplrin Rgproducfign Data in Rats [Individual) Laboratery No. 2143
Dose __ __290.0maskg
Corpora Tmplant Fegtusss Sex Regarption Average Fetus

Dam Mo. Fate* Lutea Sites Alive Deag M P Eites Weight (g) Remarks
43831 P 15 15 15 B 7 3,26

43632 P 13 12 11 g 3 1l 3.76
43633 P 16 15 14 7 7 1l 3.32

£3634 P 13 13 13 8 5 2.72
43635 P 15 - 14 14 & . 8 2.8%
43636 NE 0 o ——

43637 P 14 7 7 1 & 3.03

43638 F 13 13 13 5 8 1.4

43639 p 14 13 la 7 6 3.28

43640 NP a 4] —_—

#3641 P 12 Q9 S ] 4 2,499

43642 P 13 7 6 2 4 3 3.06

43643 P 14 11 10 7 3 1 3,42

43544 P 14 12, 1 & 5 1 3.17

43645 bl 13 13 & 2 2 9 2.01

43645 P 14 i3 13 B 5 2.57

43647 . P 13 12 12 4 8 3.13

43648 P 13 12 10 & & 2 2,32

43642 P 15 14 14 7 7 .1
43650 NP D -0 ' ' -

43651 Ne 1] ] ——

43652 NP o 4] m———

43553 NP 4] 0 _ ——

43654 b 12 10 10 . 5 5 2.46

43655 P 11 10 9 4 5 1 2,72

* P = Pregnant; NP = Not Fregnant



FOOD AND DRUG RESEARCH LABORATORIEE, INC.

Groug 23 Appendiw IT Date October 29, 1574
Material FDA 73-1 Reproduction Data in Rats (Individual) Laboratory No.__2143
Dose 1.38 mo/ky '
Corpora Implant Fatuses - Sex Resorption Aveorage Fetus
Dam No. Fate* Lutea Sites Alive Dead M F Sites Height (g} Remarks
43661 KP e 0 . wm—
43662 P 11 11 11 7 4 3,96
43663 P 12 11 11 10 1 4.02
43664 P 14 12 12 B 4 3.99
43665 P 12 12 12 5 7 3,79
41666 P 12 12 12 4 8 3.82
43667 P 16 15 15 8 7 4.17
43668 3 20 15 - 15 5 . 10 3.82
43669 P 8 2 2 2 0 4.41
43670 P 11 9 9 6 3 4.27
43671 P 11 10 10 5 5 4,34
42672 B 13 13 12 6 & 1 4,15
43673 P 13 12 12 5 7 4,14
43674 P 11 11 11 5. & 4,19
43675 P i4 14 14 6 8 3.99
43676 P 12 1z 12 3 9 3.86
43677 NP 0 0  —
43678 P 13 12 12 8 4 3.92
43679 P 15 12 12 5 -7 3.46
43680 P 12 12 12 3 5 3.79
43661 P 1 § | 11 2 9 4,09
43682 P 12 1z . 12 a 3 3.91
43683 P 13 10 10 6 4 4,13

* P = Pregnant; NP = Not Pregnant



FOOD AND DRIJG RESEARCH LABORATORIES, INC.
Group 24 _ Appendix II ~ Date Uctober 29, 1974

Material ppa 73.] Reproduction Datz in Rats -  (Individual) Laboratory No.__2143
Dose 6.41 EEﬂEH

Corpora  Implant Petuseas _ Sex Rasorption Average Fetus
Dam Wo., PFate® Tutea Biten Alive Dead M F Sites Weight {g) Ramarks
43691 P 12 12 12 6 6 3.91
435692 P 13 13 13 4 ) 4.18
- 43693 P 10 10 10 2 B 3.74
43694 P 14 13 ‘13 7 & 3,92
43595 P 13 10 10 & 4 4,16
43696 P 15 14 14 B & 3.85
43697 P 15 15 15 8 7 4.21
43698 NP o 0 ' -
43699 P 15 14 14 5 9 5,41
43700 P 14 11 13 7 & 4.23
43701 P 13 : 12 12 5 7 3.78
43702 B 12 12 11 4 ? 1 3.91
43703 P 13 11 9 7 2 2 4.20
43704 F 13 . 13 12 -3 7 1 4.06
43705 NP o 0 _ _ : : ———
43706 P 15 12 12 . P 5 4.06
43707 P 15 15 15 a 7 - 3.70
43708 NP 0 O ' - : ———
43700 NP 0 o} - ——
43710 b 12 14 13 6 7 ;) 4.07
43711 P 13 13 13 B 5 4,03
43712 P 0 10 10 5 5 3.82
43713 P 13 12 12 & 6 3.60
43714 B 11 11 11 5 6 3,45

# P = Pregnant; NP = Not Pregnant .



FOOD AND DRUG RESEARCH LABORATORIES, IRC,

Group 25 Appendiw II Date OQctober 29, 1974
raterial FDa 73-1 Reproduction Data in Rats (Individual) Laboratory No. 2943
Dose 28.7 ma/kqg
Corpora — Implant Fetuses Sex Resarption Average Felus

Dam No. Pate* Tutea Sites Alive Dead M F Sites Weight {(g) Remarks
43721 P 11 9 B 4 4 1 4,03
427322 b 12 11 11 L 5 5,01

43722 P .14 - 14 14 7 7 .85

43724 b 12 11 11 7 4 a.,95.

43725 NP 0 Q | mrrm—

43726 E 14 13 13 7 5 4,00

43727 212 0 0 ' . ' —

43728 P 14 ’ 14 14 : & B 3.63

43729 ¥ 13 .13 13 7 B .86

43730 L3 Tr* 11 11 3 8 4,11

43721 F 12 9 1 3 4 2 3.24

43732 P 11 13 il 7 4 4.32

43733 P 14 14 13 - 10 3 1 3.95

43734 P 12 1z py 5 5 1 4.09

43735 B 12 11 11 2 2 3.94

43736 NF 0 0 . : -

43737 - P 11 11 1D. 5 1 _ - 3.86

13738 P 10 10 10 5 3,91

43739 Np 0 o ' ——

42740 .15 0 ] —_—

43741 P 15 13 13 ) T 3.82

43742 P 13 11 11 5 6 3.79

43743 P S 1l 11 . 11 6 - 4,12

43744 P 15 13 1l 3 8 .2 3.03

B 16 15 15 9 B

43745 3.69

* P = Bragnant; NP = Not Pregnant
*+ One Ovary Misging '



FOOD: AND DRIG RESERARMH LARORATORIES ., INC.,

Group 26 Appendix TI Date Octobeyr 23, 1974
Material FDA 73-1 ) Reproduction Data in hate {Individual) Labhoratory No. 2143
- Dose 1380 mgfkg '
. . Corpora  Implant Fetuses ' Sax - Resorpticn Average Fetus
bam Wo. Fate* Lutea Sites Alive - Dead M . Bites ‘Welght {g) Remarks
43751 NP 0 0 : _ o
43752 P 13 12 12 [ 6 ' - 5,36
- 43753 P 10 7 T 2 5 4,84
43754 P 14 14 14 8 6 3.94
43755 P 13 ' 12 12 5 7 3.69
43756 P 11 11 @ . 11 4 7 4.10
43757 P 15 13 12 9 3 1 4.09
43758 P 16 16 16 8 a 3.87
423759 P 14 14 14 8 6 3.91
43760 P 15 15 15 7 8 3.82
43761 ‘NP Q 0 . : o
43762 NP v} a . ——
43763 P 12 12 12 : 7 5 3.97
43764 P 12 .12 12 6 & 4,22
43765 P 10 9 9 b 3 3.86
43766 P 12 11 11 2 o 3.87
43767 bl 15 15 15 4 1l 4.03
. 43768 NP e 0 ———
43769 P 15 12 12 - w2 - 3.36
43770 NP ‘0 ¢ ' . ' Cm——
43771 P 11 11 11 s B 4,138
- 437712 P 13 ' 13 13 7 ] 3.98
43773 P 13 13 13 i 9 3.88
43774 P 14 b 10 & & 3.91
43775 NP 0 (+] : ' ——

* P = Pregnant; NP = Not Pregnant



